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wherein X is H, halogen, or CN; 

and are independently H, d-Ce alkyi, -(CH2)k-aryl, -(CH2)k-heteroaryl, 
wherein said all<yl, -(CH2)k-aryl or -(CH2)k-heteroaryl group is optionally substituted 
anywhere on said group with one or more R^^ groups , or, w i th th e carbon to wh i ch R' ^-ar^ 
ar e attach e d, ar e conn e ct e d to form a Ca - C? cyc l oa l ky i or a 4- 7 m e mb e r e d carbocyc li c 
or h e t e rocyc l oa l ky i compr i s i ng from on e to thr ee h e t e ro mo i t ie s s ele ct e d from O, S, - 
C(-0), and N; and wh e r ei n sa i d cyc l oa l ky i or h e t e rocyc l oa l ky i opt i ona ll y conta i ns on e or 
mor e doub le bonds; and wh e r ei n sa i d cyc l oa l ky i or h e t e rocyc l oa l ky i i s opt i ona ll y fus e d to 
or subst i tut e d w i th a C& - C44 ary l or 5 - 1^ m e mb e r e d h e t e roary l group; wh e r ei n sa i d C^ - C? 
cyc l oa l ky i or A - 7 m e mb e r e d carbocyc li c or h e t e rocyc l oa l ky i form e d by R"^ and R'^ can e ach 
opt i ona ll y b e subst i tut e d by from on e to thr ee R"^ groups, and sa i d opt i ona ll y fus e d or 
subst i tut e d ary l or h e t e roary l , subst i tut e d a l ky I , subst i tut e d ary l opt i ona ll y fus e d ary l or 
h e t e roary l may e ach opt i ona ll y i nd e p e nd e nt l y b e subst i tut e d w i th from on e to six R" ^ 
groups i n any st e reoch e m i ca l r el at i onsh i p ; 

wherein the R^^ groups are independently selected from H, R^^, R^^, -C1-C4 alkyI 
optionally containing one or two unsaturated bonds, halogen, -OR^^, -NO2, -CN, -Cs-Ce 
cycloalkyi, aryl, substituted aryl, wherein said aryl or substituted aryl is independently 
optionally substituted with 1-3 R^^ groups, -C(R'')(Ci-C4 alkyl)(Ci-C4 alkyI) wherein said 
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alkyi groups may form a C3-C7 carbocyclic ring, -(CH2)v-NR^^R^^ -NR^^C(=0)R^^ - 
C(=0)NR^^R^^ -OC(=0)R^^ -C(=0)OR^^ -C(=0)R^^ -NR^^C(=0)OR^^ 
NR^^C(=0)NR^^R^^ -NR^^S(=0)2R^^ -NR"S(=0)2NR^^R^^and -S(=0)2R^^ 

R^^ is H, F, CI, -OH, -C1-C4 alkyI, -CeN, -NR^^C(=0)R^^ -C(=0)NR^^R^^ -0(Ci- 
C4)alkyl, -NH(Ci-C4 alkyI), -N(Ci-C4 alkyl)(Ci-C4 alkyI), -(CH2)nOH, -(CH2)n-CEN, -(CH2)n- 
NR''C(=0)R^^ -(CH2)n-C(=0)NR^3Ri4_ .(CH2)n-0(Ci-C4)alkyl, -(CH2)n-NH2, -(CH2)n-NH(Ci- 
C4 alkyI) or -(CH2)n-N(Ci-C4 alkyl)(Ci-C4 alkyI); 

R'' is absent or is H, -C1-C4 alkyI wliicli may optionally contain one or two 
unsaturated bonds, -OH, 0-(Ci-C4)alkyl, (Ci-C4)-alkyl-0H, (CH2)nNH2, -(CH2)n-NH(Ci-C4 
alkyI), (CH2)n-N(Ci-C4)alkyl(Ci-C4)alkyl, -(CH2)n-NHC(=0)(Ci-C4 alkyi), -(CH2)n-N02, - 
(CH2)n-CEN,-(CH2)n-C(=0)NH2, -(CH2)n-C(=0)NH(Ci-C4 alky!) or -(CH2)n-C(=0)N(Ci-C4 
alky!) (C1-C4 alkyi), CN, NO2, -OR^^; 

and R^ are independently H, alkyi Ci-Ce, substituted alkyi Ci-Ce, cycloalkyi Ci- 
Ce and substituted cycloalkyi Ci-Ce, (C2-C4)aikyi-0-(Ci-C4)aikyi, (C2-C4)aikyl-NH(Ci-C4 
alkyi), (C2-C4)aikyi-N(Ci-C4 aikyi)(Ci-C4 alkyi), (Ci-C4)aikyi-heterocyciic; 

R® and R^ are independently C1-C4 alkyi; 

each R^^, R^'', and R^^ are independently selected from H, -C1-C4 alkyi, -(C2-C4 
aikyi)-0-(Ci-C4-aikyi), -(CH2)v-NR^®R^^ or a 4- to 7-membered iieterocyciic group; or R^^ 
and R^'' wiien in -NR^^R^'', may optionally be connected to form a 4 to 6 membered 
heterocyclic group, which heterocyclic group optionally comprises from 1 to 3 further 
hetero moieties selected from N, S, O and -C(=0); 

R^^ and R^'' are independently H, Ci-Ce alkyi or together may form a 4- to 7- 
membered heterocyclic group; 

k is an integer selected from zero, 1, 2, 3, 4, and 5; and 

V is an integer selected from 2, 3, 4, and 5; and 

n is an integer selected from zero, 1, 2, 3, 4, and 5; 

and pharmaceutically acceptable salts thereof; 

with the proviso that; 



heteroatom or contain a heteroatom which is directly linked to the carbon of said 



a) 



in said 




when n is 0, R\ R^ or R'' cannot be a 




group when said carbon is sp^ hybridized; and 
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b) R^^ and R^" cannot be H in a -NHS(=0)2R^'' or a -SOzR^^ group. 
2. (Original) The compound according to claim 1 represented by the chemical 
structure II: 




Wherein each of X, R\ R^ R^, R'', R^, R^, R^ and n is represented as described in claim 1 
and the preferred relative stereochemistry between and is trans. 

3. (Original) The compound according to claim 2 wherein and are H. 

4. (Original) The compound according to claim 2 wherein X is H. 

5. (Original) The compound according to claim 2 wherein and R^ are each 

CH3. 

6. (Original) The compound according to claim 2 wherein n is 1 , 2 or 3. 

7. (Original) The compound according to claim 2 wherein R'' is OH, CH2OH, 
NH2, NHCOCH3 orCN. 

8. (Cancelled). 

9. (Original) The compound according to claim 6 wherein n is 1 . 

10. (Original) The compound according to claim 7 wherein R" is OH. 
11-19. (Cancelled). 

20. (Currently Amended) A pharmaceutical composition comprising an effective 
amount of a compound according to any of claims 1-7 and 9-10 4-49 in combination with a 
pharmaceutically acceptable carrier, excipient or additive. 

21 . (Currently Amended) A method of treating in a mammal, in need thereof, a 
disease state, disorder or condition mediated by an opioid receptor or receptors which 
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method comprises administering to said mammal an amount of a compound according to 
any of claims 1-7 and 9-10 4-49 effective in modulating an opioid receptor or receptors. 

22. (Currently Amended) A method of treating in a mammal, in need thereof, a 
disease state, disorder or condition selected from the group consisting of irritable bowel 
syndrome, constipation, nausea, vomiting, pruritic dermatoses, psoriasis; eczema; an 
insect bite; an eating disorder, depression, anxiety, schizophrenia; drug addiction, an 
opioid overdose, sexual dysfunction, stroke, head trauma, traumatic brain injury, spinal 
damage, Parkinson's disease, Alzheimer's disease, age-related cognitive decline and 
Attention Deficit and Hyperactivity Disorder which method comprises administering to said 
mammal an amount of a compound according to any of claims 1-7 and 9-10 4-4© effective 
in treating said disease state, disorder or condition. 

23. (Currently Amended) A method of treating in a mammal, in need thereof, a 
disease state, disorder or condition selected from the group consisting of irritable bowel 
syndrome, drug addiction, depression, anxiety, schizophrenia and eating disorders which 
method comprises administering to said mammal an amount of a compound according to 
any of claims 1-7 and 9-10 4-49 effective in treating said disease state, disorder or 
condition. 

24. (Currently amended) A method of treating in a mammal, in need thereof, a 
disease state, disorder or condition selected from the group consisting of allergic 
dermatitis, contact dermatitis, anorexia, bulimia, obesity, alcohol addiction, amphetamine 
addiction, cocaine addiction, morphine addiction, opium addiction, heroin addiction, 
erectile dysfunction and impotence, which method comprises administering to said 
mammal an effective amount of a compound according to any of claims 1-7 and 9-10 4-4© 
for treating said disease state, disorder or condition. 

25. -27. (Cancelled) 

28. (Original) A compound according to claim 1 wherein one or more atoms 
thereof have an atomic mass or mass number different from the atomic mass or mass 
number usually found in nature, or a pharmaceutically acceptable salt of such compound. 

29. (Cancelled). 
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